trum, solely on the basis of in vitro results. The results of Kaye et al. suggest that these newer antibiotics, despite the claims, may not offer improved in vivo results against Streptococcus species. Because of this possibility, caution seems advisable when using monotherapy for any serious bacterial corneal ulcer. Instead, I prefer a topical fluoroquinolone (whichever agent) plus topical fortified gentamicin (13.6 mg/mL). What we showed was the lack of an association between healing and minimum inhibitory concentration (MIC) when fluoroquinolone was used against streptococci, and in this group, we included only those patients with healed ulcers who had had monotherapy with a fluoroquinolone.
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We thank Dr. Guzek for his comments on our paper published in the January issue of the journal. There may have been some misunderstanding of our methods and findings. It should be noted that we analyzed separately those patients who received monotherapy and whose corneal ulcers healed and those who either received combination therapy or whose ulcers did not heal. 1 In the combination group, a variety of combinations of agents were used including gentamicin and a fluoroquinolone. 1 What we showed was the lack of an association between healing and minimum inhibitory concentration (MIC) when fluoroquinolone was used against streptococci, and in this group, we included only those patients with healed ulcers who had had monotherapy with a fluoroquinolone. 1 There are clearly many other factors that determine outcome in Streptococcus-associated keratitis, regardless of the antimicrobial used. For example, of the patients included with Streptococcus pneumoniae keratitis, one whose ulcer did not heal and who lost an eye had received combination treatment with ciprofloxacin (MIC, 0.75 mg/L) and teicoplanin (MIC, 0.032 mg/L). 1 The MIC for gentamicin was 8 mg/L. Conversely, in a patient who received combination treatment with fluoroquinolone (MIC 0.75 mg/L) and gentamicin (MIC 24 mg/L) and second-line treatment with cefuroxime (MIC, 0.016 mg/L), the ulcer healed after 20 days, which was longer than the mean of 11.38 days (SD 6.54) in the pneumococcal group. 1 Except for gentamicin, the expected corneal concentration (either chemical or bioassay) of the antimicrobials used in these two casesciprofloxacin, teicoplanin, and cefuroxime-was many times higher than the measured MICs for the isolated S. pneumoniae. [1] [2] [3] It is therefore important to demonstrate a relationship between healing and the MIC for gentamicin or other antimicrobial combinations before a particular antimicrobial such as fortified gentamicin is advocated on the basis of in vitro MIC.
Before an additional or combination antimicrobial can be advocated for streptococcal keratitis, it is necessary to demonstrate either additivity or synergy or at least absence of inhibition for that particular combination, as we have shown for Staphylococcus aureus and Pseudomonas aeruginosa. 4 Finally, although the use of fortified gentamicin has been well recognized, so has its toxicity to the corneal epithelium. 
